2011 48 H (&GETHE 4 hi) H AREAE DS 0 FH & 5
872171

EEOA VA EA—T4+—L

BAJRREXEI SO IF SLEEE 2008 (ZHEH L THEM

XNV 2F 2 5:100mg

Persantin°Tablets 100mg

—B% . CEYSE—IL
® = B ER AT

#l fIZ I S O

BOAH o Hod X | AGEAERE (EE-EMFEORGEAICIVERTL L)

How - & B\ 1EPPEUXE—/L 100mg &FH

4 . PrUX¥E—IL

a fix # ¥ 4 : Dipyridamole

BERFE KA H H | 200645 1 H30H
AL HEAN A H B | 20064E 6 H 9 H
#»® 56 £ H H | 1987411 H 25 H

b 7 -%i_%JL-

NN 1) S N N N
o . o g g | DAST YA A A BiRAR

[ A i 2 2 0D TS

AARR—VU U —A A MRt
DI B & — TEL : 0120-189-779
IR BILRFE T R — A —
http://www. boehringer—ingelheim. co. jp/

o
O

il W & b #

A TF1E 2011 4 8 HBGET DR LEDOFHICEE S WFET Lz,
T OV SCEE WL, 5 35 R S SR AR — 22— http://www. info. pmda. go. jp/ 12T ZHRERL &N,



1.

IFAHADOFG & OME  —nAmpsmins—

EHA L HE 2—T 4 — DMERR DR

PR RIS O AR 2 BHE R & U CEEAERMIASCE CUF, IRASCELIET) 23
oD, EFBGCERN - SRS O ERIEFE D B ST E e R 3 5 o 3 1E A 1
AIGHT BRI, IR SCEICRE S N A AT 2 BICFEM 7R i A LB 72 355 8
b5,

ERBG T, MRZEE IO TREBE 3 o 2 G A Y B TR R O 1B NG RO E B
ZLTIHEREZMTE L TR L TETWD, ZOBICKLERTERAZBEREICATFT 7200
FMY A RE L TA v Z B a—T 4 —LNHE LT,

BAFN 63 A2 H ATPESEAIZ (LT, HIRIEEBET) P 2 N EESD TEEL A 4
Ea—74—25) (CLF, IF LBET) OMCEHFIEONC IF SLHEk AR E Lz, £ D%,
ERGEFE T I NS B T B AR = — X OB 22T T, PRk 10 429 A2 B
A5 3 /NEBER2ITB W T IF BB EOWET M ThbnT,

B2 10 FE23 880 L 7B, EIEMLIEFROAIY FCThHLMILEZE, HWFTh 2D ERBS O
AR, BFIZE > TIHF - ERRREIIRE AL E2%1F T, k2049 HICH
AR EFEIRE RSBV THTZ 72 IF SUHEZE AR E S i,

. IF &%

IF 1% TS CEEoOFRZMT L, BAMEOEFEEEICE > THEERICLE e, &
WL ONEEHDOT-DDIER, WHHREOZODER, A O DGR, EHKSOwEE
R OO DGR, PN RBE T O OERENERN SN RE B2 B o 3 5,
fgFnEE e LT, AN EEEEZRE L, AR D72 12 Y541 35 0 SRR 3 2 F
R QR E 2 (KHE L T B &R EALERT B s,

T=7E L, HEEE - REEREREEICRED L b0, BIEMEORANSE R BT DDk
OFEAIART B D ASREAM - I« SR R & FHEET IF ORHEHEL T2 020, S0z 5
&, RUERM¥EN DM IF X, AR A S 2550 - Bl - BRI TS & b, &
TR E T 0DV IFRFEEFRFOZ L ZAHEE LTV 5D,

[IF o]

OHEIT AL B, BEEX L L, FRAIE LTIRA > MU LR (MFEITFKRL) Tiidk L,
—ERlY LD, 2L, IRMSCE TR - RFEZHWIZEGAIE, EFHE T
TS bD LT 5,

@IF e ERICESXER L, FHEAAIXT Y v 7R Tridi7 5,

@RMOFLHUIA — L, FEITHT THIWIEIER D [1F FIHOFS & OME ] O %
HEHTosboE L, 2HICELD D,

LIF OfFERk]

OIF 1R & L TRIFI o & G288 (NWAA, EHHA, SARAD ITERS NS,

@IF (2R T 5T H K OFHIE BRI RE L7z IF Gosl EaEICHEML T 5,

QWM TEONEZMET D LD IF DEFITIN > THERIFRNTZH SN,

@R EOMESIZT 2 b o, BEKEEORFILS )2 T3 5 b 0 K OSKAIR %




XU O EBRENEFE B O0FHE - W - 2T R EEHIZ OV TR S 720,

® TIF ZC#EE6E 2008) IS X W ERRENT- IF 1T, BFEATORBEAEAL L, BEIZ
I U CERAIRR 2N E - BER (PDF) S EIRI L TR 2, ¥ CORRIINAETITR D,

[IF DF47]

O MEHA v Z B a—7 4+ — LENEEE 2008 (LR, [1F Z0#Ei3EE 2008 & M3 1%
Rk 21 45 4 A DRI AGR SN iiE R B & 72 5,

@ LA DESEKIICOWTIE, [1F FLdEE 2008 12Xk H1ER - 2tk s s b

DT,
O EOEEOWET, FHHEAREIIHEMMRE SR (BRERE) 23A% S 7Rk
T IEDILRFEN 2 S, BT _XRENEDPRE LS B> 2HAICIE IF kG &
no,

. IFOFIHICH I ->T
[EHA A a—T 4 — Aﬁﬁ%ﬁmwjbﬁwfm,%%mimmmiéﬁﬁmﬁ
DOIRMICEEZ, PDF 7 7 A M X DB AR TORMEZ AL LD, HFHREZFIHT 53
AN, ﬁ%ﬁ%ﬁ%mmbfﬂﬁﬁé EMFHIT, EFEERETO ITREEIC X - TiI
ZUZS CTMRICEIN CORMEAKH L TH LW & & LT,
?ﬁ%@qu@bTﬂ [ 35 i 5 PR B v 5 A 0D 2 B i R R 2 17 TR I AR — A —
ISR E STV D,
%%m%iFE%W4/&EJ—7¢—A¢ﬁ@$%%JK%oTWW-%&#éﬁ,H
DFR AR E 2, ERBGICAE L TO DR IF /ERRFICEEHE LW EREIZ OV T
RIIEBFED MR FE~DA VX B a—|Z LY HEFRER DPRANRE IS, IFOFHEE S
DLMEND D, Fiz, MRFSGTINAMH EOFESICET 2 FHIZE L TIE, IF 23k
RIS ETOMIL, MiXERMLOREEENRMT DR CESCB I LY CES, 5
UMEE S T E RS A AL S Y — B A L 0 AR A ST 5 & &b, IF offf
R T- o TUE, Fo O SUE 4 K 5 E RS E AR R — A — U TR 3 5,
72E, WIEMEASCEEMOMMRO SN LREH SN TWD TR S [ERNETOH
FRkL) BT 2HEASIIARFHIZEDLLZ Z L RH Y, ZTORROICIE BT RE
Th b,

. FIHICE L CORES
IF % 3EAIA% O B HEBICBWTRNT I ENTERWERGERRE L OEH L TE
W, L, REESCERAERL 7ot —r g ra— RECIIHGICL Y, REKA
ENEELERE L TRIETX 2EPIIZIA T ERARH 5, IF X HREOLHMEEZ
T, YRAEIRS ORISR ZENER - kT2 b0 TH DL Z Enn, Fidk - RIHUTITHIKY
A DR R o = AN AN - v A DN SV S AN SN P AR
FREENYET, IF O ETHIRMCEZMTTDHEREM THY, 5B F—F >
N CONBSE LR E 2, BEEEORERHICEML2WE BB LIERS T2k
IR L CHRATEHT O 0NEN S D,

(2008 -9 H)




SO bl - 1 = 1
1. BB D R . . 1
2. B A - BRI 1

| P - < = 2
T B 5T BB it 2

(1) #0 BB e e e e e e e e e e e 2
2 #* B 2
() BRI . .. . i 2
2. = B BB 2
(1) B B BB .o i 2
(2) FE B (BB . o 2
(B) R T ettt 2
8. BB R R 2
4. BF R R T E i 2
5. b B B (BB . o 2
6. MBS, AIA, BB, o S ... 3
AR - <= 3

. BB T BIEE ..o oo 4

1. BB I . 4
(1) M - R 4
() B BB M. . 4
() & B M. . i 4
) BE (OEER) . A, B ... 4
(B B R o . ... . . 5
(B) B R . ... i e e 5
(1) B E AR E . ... 5

2. AR DB EEH TICB T R EHE . 5

. AR DB R Rk . 5



1. #l 172 6
(1) DR, B R U . . 6
() BB DI . .. o 6
(B) BB O — B L 6
(4) pH, BFEEL, #HE, LE, KFEOBRURELGHESE. ... 6

2. B DR ... . 7
(1) BHFRS GBS D& E .. .. 7
() % M . 7
() F D M. .t 7

3. BEH, AADOBIE T T B R 7

4. BADEEBEETICEB T AREY .. 7

5. R R U B R R DR B ... . 7

6. thFIEDEBREEL BB ERIEL) .. e 7

7. H B 8

8. A IE R ... .. 8

9. BAIhOBENR S OB R R s ... 8

10, BHIR DB D D B ... . 8

1. A i 8

12, BAT AR D D DR . ... o 9

13, BAEE RN E R ARBICET AR ... .. 9

T4, D .. 9

V. ABRICBE T IR ... i 10

I - -5 = < - 10

2. R R U R . . i 10

I - A 10
(1) BERT—2/3y 47— (2009 F 4 ARBRBREB) ... 10
() BRBREI R ... . i 10
(3) BEEREEIESER : BB R ... . . 11
@) R BERIERR R . 11
(B AR R . ... . . i i 12
(B) SRR R . ..o i i 13

VI BT BIHE ... .ot 14

1. BRI ES S IEE YR e BB .. . e 14

2. B T ME B .. .. 14
() TR - BB . . . o 14
() B EEM T AR R .. ... o 14



VI BRI BT BTEE ... o 16

1. I B B MRS « BT ... o i 16
(1) A R R . 16
() BRI R B R . .. .. 16
() BEERBR TR SN I R .. 16
() B 3B B . 18
(B) BE - BB 18
6) BEE (REalL—r3ay) BRICKVHBAL-EMENSIRBESHER................... 18

2. BRI/ S A — B 19
(1) TS = R A REBTIl o 19
() B B T . ..o\ttt et 19
(B) I T AR S T e e 19
() R R M . .. it 19
() ) T D R i 19
(B) BT ... . ittt 19
() M R B . i i e 19

3. % e 20

4. 4 0 20
(1) M — BB BB . .. .. o 20
() M — AR B B . .. ..o i 20
(B) AL B T . o it 20
() BB T . o it 21
(5) MDA DI T . . o 21

5. - 21
(1) R R B R B . .. . e 21
(2) RMICEEETHEER CYPA0E) DA TF . ..o 21
(B) MELE B R DB R R UL E DR A .. 21
) B B DB R R L 21
(5) MR E R/ NS A — 8 21

6. # 11 22
QD 35 v 4 X - R 22
() HE B & 22
(B) BEA R . .. .. i ittt 22

7. BT TR B R 22



VIL R&M EALEOEES) BT AR ... 23

1. BN AR BB ... o 23
2. BRANAEFOER (RE B R EE ) .. 23
3. BRI RICEET AR LD EE L FOEE. .. o 23
4. AERUVAEICEET AEA LD EE L FOBE. .. o 23
5. B ERN A EF DB ... o 23
6. EEREAN IR L FTDEA R B A . . . 24
2 = - T -3 - - 25
(1) BRI R E B . .. .t e 25
() BER R E B . ... 25
8. Bl B 26
() BB D . . 26
() BRAEMER ER R . o 26
(B) MBI ER . ..o 26
4) BEEAEEFRREEERVRERREERE .. . . 27
(5) ERER AHHE EEERUVFROAREERIOBMERARTEE .. ................... 27
6) FHI 7 LI F—IcT BB R UL .. 27
0. BB 28
10. BE88, BB, BRI ARG . . . 28
. N R A DI 28
1. BRI R T B . 28
18, B B B 5 28
4 B R R . . 28
15, BRI R ... i 28
16. & D .. 28
K. JEBR R R ICBE T AT ... ittt 29
1. B I B B . 29
(1) FEHMFEEHER (VI BWERICEATIERI BB ... 29
() BRI B . ... . . i 29
() BRI R . ... . . 29
() BB R ... . .. . 29
2. B R BB .. 30
(1) BEEE SR R . ... .. 30
() RGBSR R . ... .. 30
() AT R . .. . . 30

() B R . .. 30



X BEMEEICE T AIER .. . 31

LI << = S 31
2. AR R B R . .. 31
3. Bk  RTEEEE 31
4. AR E D . 31
(1) BB DI T DU T Lt 31

(2) FRZHBEDIE BEFCBEIRELASTEE) ... 31

B B 31
6. & = 31
T BB DM E .. 31
8. =R " R . 32
9. ERRTEEE R B ... e 32
10, B R R R E AR R REE D ... 32
1, U A A B ... .. . ittt 32
12. PhEEXRIEHEREM, RZERUVAEEEEMEOEABRUVEDORNE ... 32
13. BEERE B RAREABRU DR . . 32
T4, BB ... . o 32
15, BRI R BT AR ... ... e 33
16, B IE O — R i 33
17, BRI LD B . 33
L X B e 34
1. Bl B 3T B ..o 34
2. DB SRR .. ... 35
L BB 36
1. RS E C DRI R .. o o 36
2. BB T AR B R ... .. o 36
. & e 37



. #EEICB4 AHE

BEICEd HIER

1. FAROERE
DY F /LT 1951 4EIC F. G Fischer XY J. Roch |2 & > THA¥E &7z Pyrimido—Pyrimidine
DOFEIRTH Y, FIRBIIRIE RIAFEK & LT 1959 4EIC RA Y Dr. 1—)b » h— AR X W EFEEN
720
VU ZE—/LE, 1965 42 P. R Emmons HIZ X o THI/IMRIEF 2635 Z & Bl S TLL
Sk, MRS E T - BRIRIE 2> D AVERNC B 2 a e S, T ORI, BRRIGH O AR
BOLNTEY, R4V, A XU R, HAZEOAETHUL/IAERIZ D OISR E T o i
1« EBRROME H D WVIE, REREB L, 7o —VPIEGERESORERL LTARALEHRSATY
Do
TRENZ RN TS, RERGETRIFREEA & LT, 1960 FIZ VP F %E 12,5, ~HoF
FESHRAIFETE S H, IRNT 1972 4RIZ- LY U F U EN R TE Stz IS~V U F U B D0 T
Pl A EFICEES < BhBE - 2R GUBBIR BNt O MAS - ZERROME], 27 v A FICEPIEE R
TR 7 m—BREERCB T D RE D) OBMEROZIUTHE D Hk - HEO—HA AR
ATV, 1982 MRICHAR STz, F7z, 1985 2 LRt ofui/ MIIERICES Wb - W& FFo 72~
VYT BE 100 AKFR S H, 1987 AR HEITE S ATz,
Z D%, TEEE B E RS, L R ol - MIEICOWT) CFR 16 42 6 3 2 BTSRRI
0602009 %) (Z & 2 HE Ik R OBA N DAL fn (AP o F 8E 12, 5mg, ~LH U F B
26mg, ~LY T UHE 100mg) DSHTTCITAKGR S 4L, 2006 4 8 AITHETE S T,

2. HROBERFN - HFIFRIFE
AL, EUIR 5,4—d VY IVCROMEMTHY, Hull/IMIERNC & 2 Mt - ZERmHIfE
M, REABERZGT5EATH S,
IREJIZIE, U—7 7 U v & ORI & 5Dl Fr BT O ke - 2o, 27 v A FicEht
P2 md 3 7 v — RO JRE QB IA AERTRD b T 5,



. A#FiCES45HH

I. /WMICET 5EE

1. R 5 4
(1) Fn £
L F U E 100mg

(2) ¥ 2d

Persantin® Tablets 100mg

(3) ZAFrDHk

2. — & 4
() fn 4 (m4lk)
Y ZE—/L (JAN)

2) ¥ 4 (W4iE)
Dipyridamole (JAN)

(3) AT A

3. EEXXEREX

4. BFRARUDFE
CoyHoNs0, : 504. 63

5. &t £ & (®RE)
2,2, 2" 27— {[4,8—Di (piperidin—1—yl)pyrimido[5, 4— dlpyrimidine—2, 6—diyl]dinitrilo}

tetraethanol (IUPAC)



0. AR 5EHE

6. EH%4, 34, KBS, iEES
1R 5 : RAS—100

7. CAS Zix&H/S
58—32—2



0. A5 BI4 % I H

M. BRSICEET HIER

1. MELPMEE
(1) S8 - PEIR
B DR SUTRERIEOBR T, 1TV, WRITbTRIcE,

@) & i

- AKihh 1g 2T DI v g
R B ISR (L) R

VA=R=5: VNN 9.4~9.8 TR0

AH ) =) 35~40 RRLEETFIT W

=% 7 —)L (99.5) 40~45 LT IZ L W

7k 10, 000 LA I F & AT

JrF L T—TF L 10, 000 LA I FE AT

AL DRI 2 T

Ve FE—NVIHEM LA TH DD, %
DOEFEVET pHIKFRICTH D, BRIEREI b
B WD ISP TR L, e Tz &

ho BT TR,

pH ILHICET 5% (ng)
1 100, 000 LA 1

2 100, 000 LA 1

3 7,000

4 450

5 65

6 10
6.5 6

7 5

(3) W ¥ M
R 2 7R 7200,
LA - 25°C, 80%R.H., 4 R

(4) AR (R, WBAR, BRI AR

mt s - 5 165°C~169°C



. AR5 B9 % EH

(6) SrBlfREx
STcARER - 82560+300 (A2 % J —)u buffer pH7)

(1) Z Do E 72 mMAE
We 6 FE : El (408nm) : ~140 (0. Imol/L A & /7 — L PEHEEHSIET)

2. AYHGDEBREHTICETHREL

A7 & 1 PRAFHAR TRIFHE R
TR AR =R 60 77 A 2 I bl L
F fE A BR | 20°C, S0%R.H. 4 38 4 B e Zib7a L

3. B OMERRERE
(1) A/ 5mg ZWile 2mL \ZWE L, MEEE 2 WA INX CIRVIBE 2 & &, RKITRHEGAZET D,
(2) KD A B J—)b « WELIRHE (99 : 1) IR (1—100000) (22X, WIEEERIEEIC X D RILA~LS K
NERET DL X, EE 231~235nm, 282~286nm & T} 400~408nm (ZWLIN DFRK % 773,
(3) ARz L, FIMIRART P ARIEEDRALT U 0 AEERNEIC XV RIET 2 & &, BHH1534em™
', 136lcm™ !, 1218cm™ ', 1016cm ' & TN 759cm ' FHTIZWIN 2780 5,

4. BYHSTDEEZE
AEEHEEL, 0K 0.6g ZREBICRY, AKX/ —/L70nL 122 L, 0. Imol/L iBHEERE CifE
% (BALAMELR), FEOFIETERREIT, WMIET 5,
0. Imol/L &G FEEA 1mL=50. 46mg C,,H N0,



Iv. IR 55 A

V. HFICET SEE

1. #l i
(1) AT OXH, Bk & OMEIR
P - g CHEACEE)

PR
W4 HIF - 07 41 % E®é
R =i AR
Nt T B ;9. 6mm
A O EE . N _ 0.30
£2 100m E X 4. Tnm . \’| |
¢ v ) U
(2) "HIOYME:
BB L
(3) #Hpl=—FK
Hr7e44 HMARAR BEEEM (PTP o — 1)
* H
) i i Persantin ~) T
;’WL/%/ Sl — 100mg 100mg
&% 100
" e PE100 =™ Boehringer
I|I|I Ingelheim

(4) pH, RBIEL, KEEE, HE, MHEEOFROLER pH 5

UERR L




V. ®ANCE3 5 EE

2. HHNDOMER
(1) BRhESy QMRS OF &
AL F UBE 100mg : 1 EEP YU X — L 100mg A

(2) ¥ W
HKY VERKFEANY TN, dvERaYT Ty, BRI, ATT V) UBY SRv Y
L, @BE, ZVT, TTET LR, vrrd—/L 6000, T IvVay, hrtuosay, @
bF & 2aa683 5,

3) = o fi
LR L

3. BAH, ILADOLTEEICHT HEE
A LR

4. RHOEREHTICETIREL

(17 % (77 S0 (AR NE T
LA WA () SHHBRC BT
s | PR ) 6A TV As— (0 | ERERDTRE
R I 8 b e
WA () EE LR (1 2
425), 2T 6 5L
. | 1R [40°C, T5%R. H. 6 71 A R LTz, 2o
i) HErRlzBW T, &1k
i 7Y x&Z— (PTP) @l |ZROTLETH -
oy 7.
P e losc, msonn| s SEG I (B AR C
fefe (20, o7 H A I ElLERHTERE
Xt T 7| BANEE 4 EE X ARV T
N 45 A
B mawr ey RER (E) Tl BDFRIE

5. ARERUBBROREL
A LA

6. &l DEREELE (MELFMEIL)
LR L



Iv. IR 55 A

7.%8 B %
(Fik) HJREHERBRIES 218 OS RE) 2L ERBRE1T 9,
M BlEE f53 75 [BlR
BRI pH4. 0 DOFERE - FERE T N U v AR 900mL
(FEF) WEHIBIA 90 43 T0% LA

8. EMFHIHERE
A LR

9. HADDOEMASS OHERHERE

(1) AfhaBRE L, EREIEVWTE Y ZE—/L 0. 01g IZKIET 2 &4 & 0 Filk 2nl %1% T X <R
VIRY, M2 ENz e s, BEATET D,

(2) ERETHERENARIC O X, WRAXZ MVERIET D L X, HE 232~236nm &Y 282~286nm
(ZWRIR DK % 7T

(3) RbhaRE L, FREIEVWIEY XE—/LK 0.05g ICKETHEA LY, A%/ —/L 100l 20
Z, KB ETESIRVIBERDS, H<INET D, Z0KE AL, REHAKE T2, BICERHY
B Y ZE—/L#)0.05g 12 A %/ —/L10nl 2Nz, KIS E TR IRV IBEE R0 555 < IR LT L
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@ REABYZBANETD5E

CEEMLEERER Y, ARERRER Y L OEREEHAEN IRV, 7 r—BREERCE
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LIRS TR 1, 861 14
AR (GBI 150 67.9% (1,264/1,861)

_10_



V. {6#RICE4 5

(3) EEARHFAR - DA R
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7) R e WIIEESEE 89 1 1119, 1977
8) WM —3iIn: ALlggs 2 : 349, 1973
9) Tk HEZIEH  H¥E LK 26 : 887, 1977

E) AF|ofte - EeOMHIIx L AR SN TWDHEE - HEIX 1 A 300~400mg % 3~4
B EREOBETH 5,

@ REAEDE B E T 285G
X7 u—BIERERREE Z R E LT, ~UVH v F o T5mg/ H, 150mg/ H, 300mg/ H % 7 v A A4 —
PN—IRIZHET T 2~4 ARG L, SRS CORBIEM & B 5% O VHREAROELE
%L, T5mg/ HEETIIEALN A BRI 71223, 160mg/ HEEE 300mg/ H AR\ CTH B 22
NHBI, 300mg/ HOIEH BE D EHTH-72 Y,

10) AW FERIFH - FEELL A% 8 1 1593, 1980

Flo, X7 —BIEGEEFELRD, BIERREEREEZGRLE LT, ~AHF L 300mg/H,
450mg/ H % —H B MHEGABRIEICHE U C 4 B#HK G L, B&RGRECORBISEN L 5% 0¥
REARZROEAE D &, 300mg/ HEE, 450mg/ HHEEEL A ERBMAD 37 B 417273, 300mg/ HHE
& 450mg/ HBED IR & )7 BL & 58 7o 72 1Y,

1) @)l EfE) - BAREEFSEE 21 0 135, 1979

1) AAIOPRE AR L TRRS LTV D HIE - &I 1 B 300mg % 3 [BIZ 43 EIRE 1 #%
HFThs,
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V. {G#RICET 5 A

(5) MEIRI
1) AR AT RS R
LRI L

2) HEmGERER
O it - ZERROIHI DOLA
OB AT 2 BT L2 B AR, T—T 7 U+ oL (1 H 200~400mg, 3~
4 [BNZHED) PFREGEEE U —7 7 U R GEE L O LR R ER 2 & i sk 2 M L 2 D
DRBEENTDHE, V—T7 U VEMB SRR Y —T 7 U U+ U F U EBET,
i Dt - ZEARFEARNZFRIIKT L 77,
4) AR H o B LK 13 1 315, 1976

5) WRH  SRIED « BRIR & BT 54 @ 2204, 1977

6) ST B FLAELERIR 14 1 591, 1980

7) T WEED : RIIESRE 89 1 1119, 1977

1) ARFN O « FAEOMENIR L TARR I TWD FE - &I 1 B 300~400mg % 3~4
ENCER AL TH 5,

Q@ REABLZHNE T 556
A7 0 —BREGEEICB T DY o F OMRIR AR 5720, JFRIE LTAT oA R
FEEREICOH LT, ~bH o F o 1 H 300mg 4 HR ORI 2 3% E LS sk — 5 Mt
MR A I L7 2 A, AT A RICESUEEZ RT3 7 v —BIEEEFIZB VT, ~UL
Yo FURHCHBERRPRD b Y,

2) bEH RWIFH) . HEABESEE 210 1171, 1979

3) ZalEibr
RMEER L

NS

_12_



V. {6#RICE4 5

(6) AR
D SRR - FOEM TR (RIARE)  BUENGEEERRB (RS
R L

2) KRS E U CHEMTEDMNAE UL TN L 7= B OB
YRR L
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VI ) SEE I B 2
VI. ZEHZEIB(CE§d HIEE

1. REBPHICEAESH HLEMRIFLESWE
Fru O UERE, YU, UIETHEmE, v rAX Y —L

2. X B % H
(1) VERENL - VRS
1) Frin/ MR IEH

© EEERRNIZBWTIEREN S DT v A XY A 7 ) v (PGL,) DORHELE, VR & O/ MR D
fa v ARFHr A, (TXA) OABIENCEY, PG, & TXA, DT U AeSET L 1,

- MEPT T v OFRMER, MEBE~OFE Y AZEIER kY, kb T T vk
Ea BRI, MAMEOT 7 =— A 7 T —BIERE IR L, (/M ¢ —AMP DAk 2 (e
+5% 9 (e bk, in vitro),

© /RN ¢ —AMP AR AR Y AT T — B OIFMEEIHI L, f/MENO c—AMP 2 @ 5 19 (b
I/ o

© =GP RAKR YT AT T —BEEAIHIL, c— P IREZ&EDD " (b MM,
IHHOEMIZEY, fIMROEMALZIHIT 2,

2) WREARAER
Pl /MEIER (73 10), SRERIREREREEO BT B MEIER (7 v 1% 9) Floky, JRE
Az 5,

(2) HhA BEAF T 2 R B R
1) B MRER
M/ IREREERE » KBS RE K OV RO EE o ifL /MR RE 2 3Dl 9- 2 (38 1T 29)

2) ifAe - FEREHIEN
HDFE~OHMBI (X *), T —ERi (X *), KERZEBROBE (79% 2),
BHEBR~OBLAE (7 v b)) X 21 - ERIEARE T2
- A Lo/ RO IER 5 (LIRS EHUEE )
- MUMROBIEIE E B 2 Ol EEEE 0, RO Y, vhE )
- BEICTTHE Lo i MREEERE - REAEREZ TS (DMRSrEE S 2, Bl R B )

3) WEARAER

TI/)XIVAVRERE (T RS9 Tag IV E (T 8Y), HLGBMAIRER (T v
R AZBWT, REAZED SED,
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VI. 3P 9 5 H

(3) TEFEBUNGR - R
DR L
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VIL_ BRI B % S
VI. EWBEICET SEE
1. mPREOHED - A%

(1) V5 AT 7R L
LR L

(2) foeren i Ayt B 2 R
L] (B AAEATOT—%, 18] 50mg £ OG5, fEs A *)
0.5~2 B (1 [8] 100mg & O£ 5-05, R A )

(3) REPRFABR THERR S AU 7o i i BE
B PR - 1L 0ug/nl (3% SAEATOT—4, 1[0 50mg £ 0 # G, MERA D)
1.2 g/nL (1[8] 100mg % 1 #5-0, Rk A *Y)
1.7pg/mL (1 H 300mg 3 HRIEGERL G, fERERLA *)

1) fEEER A~ (HEE )
O f#ERAICTE Y XE—/L 50mg 2R OGS LIZGE, EHOMTRIR S dL, 1 RERC s i
FERLOpg/mLIZET D (B35 SAEATOT—X ),
FLBRFICUEY FE—)L Tomg/H%Z 6 HREROEL LG, MAREILEIZ 1.0ug/mL LA
TChy, ERMEEIBOOLNRN (BE AEATOT—H ),

ue/mL Serum
1. 0=

0.8+
0. 6
0. 44
0. 24

0 T T T T T
40 80 120 160 200 min

50mg HEIFH GO MEF Y FE— LEE (n=7)%
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VIL_EihieIc B4 % HH

tmax Cmax tl/z AUCO*}W
(hr) (p g/mL) (hr) (p g+hr/mL)
50mg £ 7% HEIRE O b . Lo B -
(25mg BEX2 fEHERA *7) :
i?ggif%ﬁxfggéii 30 0.5~2 1.21=£0. 34 - 4.31+1.38
l(ggﬁi gff@@ﬁ)ﬁmjﬁ&}\%n) 0.5~2 1.16=%0. 40 — 4.46+1.63
1(2222 gff@&%@k&j\%@) 1.22%+0. 35 2.28=*0. 84 1.69%+0. 44 8.18%x3.10

@ REFEMAANCYE Y XE—/L 100mg # OG- L2EE, #eIclINEn, 0.5~2 Bk

e MLE PR 1.2 1 g/mL IZEET D Y,

(ug/mL)

L5F

R RE

05 |/

»——x 25mgiExd

o-——=-0 100mg §E* 1

_17_




. AR BEHRE(CBE3 5 IH

2) fEEERRAA~DBE (REHS)

EFER A Y X —)L 300mg/ H% 3 AMBRO#KRE LG, Ko UEP IR 1.7y g/nl

ThY, EFEETRD NN,

{ug/mL}
20r
15F
i}
i
g o10
-3
BE
05
0 5 10 24 29 3 48 53 58 T2 80 96 102(hr)
#F M

ALY F UBE R4 82 (100mg) 1 H 3[F 3 HREIIERGEO
MR oY Fe—) LBE (CEHMEES.D., n=9)%

(4) %
MR L

(5) £7F - PR
MR L

(6) FHEM GRE = L—a>) MHICE 0 I Lk (B i BB
MR L
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VIL_EihieIc B4 % HH

2. EMRERB/ISA—42
(1) 2= A FETIL

G L

(2) WRIDUH FE A
fEFERA : 0.0106+0. 0068/min (2% : SHEATOT —%)
TERERRN 4 B (BYE2 fl, L2 B, 21~31 5%) (ZAHI 50mg 2 HilmlE e h5 L 72 RER, WRIpUH
JFEERUE 0. 0106 0. 0068/min Td o 7= *,

@B) "M ATA TV T ¢
HERERLA : 43% (B SEANTOT —H)
TR 4 51 CBYE 2 6, 2otk 2 6, 21~317%) ([SAH] 50mg & B[RRSO 4 G- L7 R, /A A
TRATEYT 41343% Th o7z ¥,

(4) WHUSHEEEHK
MM ERe L

B) 7T TR
TEFEREA : 8.27%1.82L/h (BE SEATOT—%)
BEERRRA 6 51 (M 3 4, 2341, 21~345%) IZAH| 20mg ZFHELTZL A, B VT Z
AL 8.271+1.82L/h Th-7- %,

(6) Iy At
fEFERA : 1412511 (2% SEANTOT —X)
feRER A 6 B (BE 3 6, %ok 3 6, 21~34 &%) [ZAA 20mg ZFELTZ & 25, HAAERIE
141£51L THH- 72,

(7) MUYEER Fr 6%
92~95% (& F)
PERER A I 2 Bl B 2 IR L, € U 5T — IR O > ERRIAE & 37°C24 FERENT L
7= %, MFRIEA 0. 3~30 u g/nl. OFPH-CHIE LI, B AR QHIT 92~95% T o 72 .
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VIL_EYhhelZ B9~ % HH H

3. & '
(5 @ TOT—4)
WEICERAL < WAL (=i E#)
60 REFEILL %D Z > b 30 IRV E Y X E—/b 10mg/kg #'H T 2 —712TH %, 30 43, 1, 2,
3, S T LI 6 BT 2E&ZL, BAHENOTVE Y X E—LEKRE I XE—LD TV a s
BRI IR DIREEZMIE LTz & 2 A, EIC EEHE DS OWINA BIFCh 5 2 LAVRIBR S iz ™,

4. & il
(B%E By TOT—4)
MC—T B XE—)L 10mg/kg %7 v MIHEIROEL Lz L 2 A, 5 3% THBENICK
B/BERD, I, KOTH, BIFICEWRED "C—Y ) X¥E— /L2 7, Rk & i e
—VE Y FE—/VREILED L, TN OB IZIER IR 5 72 2,

(1) i — R4 BE Y e ate
b R COMYEER L
(BE @ TOT—4)
FEALHBLARN (BE: Ty )
MC—TY R U XE—/L 10mg/kg 7 v MIHEREA®KEG L, BRI mEllELLE A, iR
— MBI P Ol I TFR D B R0 T,

(2) 1k — fast B P i
b FTOYEERR L
(% #WCTOT—%)
T b bEsEET S BB Ty b, vyR W)
=T B XE—LE Ty PRV T AT bng/100g FHEL, #REHY (10 4r~24 KR fE) (2]
ELIZE A, TLKAED C— VY FE— B0 2 @S U RBAT LT, RO
RIS SN RE D A SRR BT, ZHUTK L, W TR i3 h
IR REDN TR BT T E RN o T,

(3) FHH~0BITH
b FTOYER L
BZ B ToOT—¥)
BITT2 (B35 o)
LD THFIZVE Y XE—/L10mg/kg & T —7T WMITTHAHEEG LIEREOANT B ) X E—
VIR, b 1R CR&MICEL, L TRBIT R S,
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VIL_EihieIc B4 % HH

(1) it~ OBATHE
DR L

(65) ZOMOMAEADOBITHE
DR L

5. % M
(1) {REEBAL R O RS
AL - TR
FRHHRERS © JEFERALC Y B ) F e — A 2 R NR S LESAORBIIEL, Y FSE—LOs LY
RUBERATE Y T s, (35 SEATOT =)

@ CHz- CH,— OH B

Q CHz - CHz - OH Q
I H%(N(‘cu, - CHz - OH N '!l<cﬁ,- CHz— O - Ic
HO - CHy— GH;}H)%N — % HO- CHz- cu:)ﬂ/j\“ H-{:?-‘.'J'H
0

HO - CHz~ CHz HO — CHe— CHg HO-C-H 0O

I
O S
I

B-C

2

ol

Y —

(2) KRHNCPIET DR (CYP450 ) D4y 1-Ff
MERe L

(3) PIEEEROF IR Z DFG
PR L

(4) B OTEVEDAHE N R
YRR L

(5) LB T A — ¥
PR L
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VIL_EYhhelZ B9~ % HH H

6. it
(1) PEMEEPAL K ONRE IS
ERERL 7 i

(2) HE i
BOEEE% 24 BRREPICITESO v ) X E— TR D LT, DTN 1%L TFToET ) Iy

O VRIS RRED LRI TE RN O (BE  AAEATOT—X),

(3) PEEHEE
MM ERe L

7. BWNEICLBBRERE
MM ERe L
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VL @A EOEESE) (BT 25
I. &% (FEALOEES) CEY5IER
1. BEERBEZTDEH
A% L7
ERNELE0ER (RAIEZRZED)
(2R ROBHFICIFH/RS LGNNI L))
AFN DRI UIBBUE OBERE O & 5 A
. DRERIHRICEES SERLOIE L EDERH
L7
4. RERUVAERICEEYT SEALDOIE L EDER
L7
5. EERERBLEDEH
EEHRS (ROBHICIIEEICHRET D L)
(1) AR oo B
[(BlcEZBERTFSED 2 E03b D, ]
(2) EEEBIRESR (RREOE, BatbOmss, AsEmbgiks, oRUVERLS) ob
5B
DERAZ B SED 203D D

o]
(FEwL)

BEET 2 ERMMEEIET 22 &R H 50T, RMELZ S BFICITEE L TERTRET
BHD,
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VIL.

et W Eoikgs) (M 5HEA

6. EELERMIRELEZOEHRVLESE

(1) BEB~OBIGIZY 72> TE, UTORICEETSZ &,

D) JRIEDO R R E RN BN DA, TIE I OmEE E BT 5 7 S 20L& 21T 5
&,

2) IREANHAD LIEHAETY, BEEMETT22L083H50T, EHMICBEREZRET D
BREEETDH L,

(2) AANIFEHOBFITAREDOEHANZ BN Lo E, AAIOERRERI N, RBITEH?HE
RIHBENANHLOT, fFHLARWZ &, ( HEEEE ] OB

B) AR LD LV T T ) L OREFEERMHEIBIND Z b, KAZHFREINTHDE
FIZTT /vy (T AFy ) 2HRET2560% 12 FEL EoRREEHIT 5 Z & (T8
HAEH] OIHESH)

1) 27w —BREBREOBE IO CIRBEE T BEREEE OERICH A RIEENLETH Y,
EHRR OB EM RO NS GEITIE, KV EURIEREINE LR D,

2) RE BB RO SNIIEF O —ERICIE, BHEESILE TN 5,

3) AANIEANTOT 7 /7 v Diuik, MENERLA R COMY AZEZMEIL, b7 T v
BEZHRIEHLZLICEVTT ) v OERERE®RT 5,
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VI Z24tE EH EolES) (B4 55HE

7. § HE £ A
(1) PrRZEE L Z0HA
HAZE (BFHALEWI &)
AL & ERPRIE LR - fEE 51k ¥y - fERR T
VAP a% FREET O v 7, MEILE | KFIZERNTOTF ) oD

(7F ) A% %)

NRBTDHZENH D, KAl
O HEZ T T=RFIZT T/
v (TT ) AX ) B
HE4 25810307 e 12
R OMREE <, b LES
FBETO 7, MEIREORE
s sbn-B&813T7T 7
v (TTF ) Ax v ) O
HZdik4 3,

MER, & PN % s C O
B A&z L, fmH7T T
SV URERRISEH L
WLV T T v OER A
YD,

(2) DFHTER & DM

HrREE (BFRICSEET S L)

R4 F BRARSELR - $518E 71k BEFE - fElRN 1
X F R B AKFNOERBBHENDID | THT7 4 Vv EDxY o F o
TAET 4V T, FHICH > QIBRE O | Z-ANL, AFOTT v
TI) 740 WHEZ T ICBIERT 2780 | 2N LEEEREZIRET D,

HT5Z L,

AV =R Sl )
7 A

KHANET T 7 v D MET
JE A RS, DI A
THEREREBRT LD T, Jf
HRIZH 7> TUIEEDORER
TR AR EEET D
&,

KFNIHENTOTF v D
MER, M55 PN 0% ks C o
BV ABzEmHE L, k77
SV URERERESEH L
WL TTF v OER &
95D,

B A AFN IR AR OER % 583 | AF o mEIERIEMRIZ LY,
HZERHHOT, JFHICH | BEAOIERNHERINDS Z
oo TUTXBEDIREEZ 02 | ERB D,
BETHREFEETDH L,

PUEEE A HIMAE A AR D B2 | 2 b EANTHiEEEER 2 F

BEHNTr2THeT—
R, ~RY EE

HHOT, PFRHICHTZ- T
BEOIREE BT D
REEETHI L,

THIEDEZEZLLND,
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axtt @ EoEES) (BT 255

B £ A
(1) BIEH OB

B o A S ORI 6 0D JR A2 00 A 1 4, 278 B 2SS S 7= D1, 266 )
(6.22%) ToH-oTc, EREIEMIZ, SR 187 (4.37%), WX 33 1 (0.77%), L-FRJiAE 24
P (0.56%), M 141 (0.33%) Thote, ki, HHRRARICHU TR —E OB &
T EBITRD LN TR (FRER TH),

(2) HRRIEM & IEHER

D BDERDEAE (0. 1%FKiE) : PFIERDET 52 L3 H 50T, 20L& REEITIE,

BGaEPIET S L,
2) iR (BEEFREA) : IREEHMm, W i, MEhEoHiMEmsdsbhd ZEnd
HDT, BEL DT, TOXDRIERDD S b GEITE, &E4FIEL, @Y

IRALEEAT O T L,
3) M/MRiEA BEEFRB) : /M2 H Hond 2 Lnd 20T, BEE 0Ty, 2

DX IRIERNH LN HEITE, Bh5E2RIEL, WEYRLELZTTO Z &,
4) 1BEYE (iﬁfi‘?‘ﬂﬂ) DR iﬁ%ﬁ EIRESEOBMBUENHHDOND 2 LRHLHDT, BIE
AT, REPBOONLEIE, eIl L, #URREETTI 2L,

(3) ZDfOEITER

PLF DX 5 REWERD & &b =A%, ERICIS U CEb R @ L2175 2 &
0. 1~5% A 0. 1% A )N
it (4 JE® | RB E /7R
oM o R R | B, OFWV LOYUE, JHZY
,‘\,%4“ H N
. i ua WEFIH(H ﬁﬁ)ﬁ MmEAR T, i
o o | RS, MR, R, | BEEBIEARRS
HEw | aacrE,
I H% BE Fr A fE B
lika ik (AST (GOT) E&., ALT
(GPT) LHE)
z o i BFE, 1T, | T, B, AR,
jj PE SRS, H@f“ S, B2 FHm

) BELZHEEICE, KEePIbL, WORMEEZIT) 2 &,
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VII. £ EoEES) (CBE95HHE
(4) 3EF BRI {F A SEBURE Be O AR R A i S 3 — 5
R R R OV O I Bl A C ORRATIER] 4, 278 B EIVE 23 Sz i, 266 4

(6.22%) Tho7-, FEREIERIE, 58 1874 (4.37%), W&&E 334 (0.77%),

LTI 24

ff (0.56%), MR 14 fF (0.33%) Th o7z, F/o, BRBAMEIZISV TIIFRFIC—E DM %
RTEEBTFEO TR (FRAEK TR,
RITER —HR (BRAL TR SRAEIER] 4, 278 )
< < ¥
oo ey A ey
p PRLIERAL - THEE ¥» B 7 (0.16)
gg DT 24 (0. 56)
o R 2 (0. 05) I TV 8 (0.19)
B HLFEAE R 1 (0.02) Wity - PR 11 (0.26)
. GIER 187 (4.37) . ] 6 (0.14)
ﬁ »oE W 7 (0.16) ¥ T 1 (0.02)
jf;i L UMUKk 2 (0.05) % 1 (0.02)
* H 20 1 (0.02) < WAL 1 (0.02)
[T 33 (0.77) {ﬁ VU Ji &< e 2 (0.05)
e 7 (0.16) S 3 (0.07)
i T A 7 (0. 16) F i 1 (0.02)
i LHRIR 5 (0.12) WE - BAUE - FETFEEY 19 (0.44)
a - 14 (0.33)
I i 2 (0.05)

* ShEHR B (1980 45 PDR)
(JE 1) DFEV, BFEE, BTS2 HFRTIERD 19 FlH - 7223, BIVERBIOEFIEAH O

O DMOIEAICE EOTHELE,

(5) JEbf BOFIE, HEEE & OVl o A7 #5515 55 0 B E S BUSUE

TR
%%

/ﬂﬂﬁ

RRAS

‘:ml

(6) HHIT LI —ITxd 5 R M OB A

EXIRBENRDHODNDZ LB HDHDT, ZOXIWIEREH &b
WY LE AT D 2 L

Jidsh ek L,

_27_




VI 224 (FEH EorEs) I+ 53EA

9. BEE~DRE

— I E i E TITAEHERENME T LTV IO TRET 2R EEETDH I &,

10. 84k, EWR RIEFAOERE

(D) I SR L TW A ATREME D & Dl A2, 18R OB ISHE G2 FE 5 & S
DEEICOHEET D L,

(@3 (w7 A) THOTNIBE~OBITAHRESA TS, ]
QI TOMANITHEE S5 Z L zitlS, SUEHTRETIH6CE, RALTIESED 2L,
(B R (VHF) TRAF~BITTLZ LM TS, ]

. MNREADEE
GRS

12. BERBERERICRIEFTEHE

AR AR W TR — B O 2 7~ T EENIERD HAL TN,

3. BE®RSE

(1) e
AF ORI L0 BUK, B, BT, AR B, O FV, PROERER, mE
IKF, IR ENH B,

(2) AL
— R RHERENE E LW, BEARA O RN S 2 BE81%, LB U TR 21T
FZ L, WMULWHRA BB LIZGAIE, 73 74 ) O EZEOBURLE T Z L,

14, BRALDIE

HRANAZ S B
PTP @2 DIEANL PTP > — b D HD H L CTIRAT 2 X 5 &35 Z &,

[PTP & — FORABKIC LY, SEVSUA TN EER A~ L, BIZITZR A2 2 U CHERRI ¢ %
DEELREIHELHRET L5 Z LPMESNLTND, ]

15. EDMDIE

DIFITIEH DD, AT ) Fe— LR HATICER D IAEN TV Z & 2R EFI A H
HEInTnwa,

16. £ O fib
R L
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IX. FERGARGERICBII 2 EHHE

X. JFERERERERICRS ¥ HIEH

1. EEHR
(1) R ( [VL FGREICBET25HE ) 1)

(2) RIHOH A
SRR L

(3) ‘LR

D —BIEdR, PRI RE TR
2, 5, 10, 20mg/kg ZFARAICERG L, {HERRGLCRE) 2§tk 3 RERIBIEE L7I2RER, ke
RICK T 2RBEIRD LN THRY (T B7),

2) PP - PEERGRRIC KT
omg/kg (BFNRNIRE) TiX, BREEOMWRELE L MED FREERT (X)),
£, By PREXHICHLTUL VE Y X E—LE2HE L LHHIC, B AKX 220, 0lng/ke
% 34y CHHET 2 2 LIS K VEH SN D KB SR IH S D, £ OERNIE, 3R
VERIETH o (BT Y R,

3) HLARRIC MIT S5
U ERR L

0) B OV I R
AR L

5) BEHREIC R IT
WLk L

(4) # DO KPR ER
MR L
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IX. FERGAREERICBII 2 EHHE

2. 5 HEB
(1) Hi[a[$ G- F etk
LD,, (mg/kg) *™ 38)

e G
S A B i Ok N
5 W
- 7z 2,150 2, 700 150
_ I 208
Z v b 8, 400 1, 650
2 195

(2) BAE B Gtk
Z v M2 100, 500, 1,250 KU 2, 500mg/ke/ H % 5 i

BOHETIE, BGRME VAR 2 8 E TR LIRS L7228,

REIFEIE L7 %

7 v M2 30, 50, 70 KU* 100mg/kg/ H %, A X

TS B OB AR AT LI RE IR b le o 7 ¥,

(3) AgEseEmtalER
VEURRI M OUEARATI (Z > b)), SERES (Z > &, v3F),
GRBRICRBNT, REM OB IIH] S 405 8T b MEREB) ) 00 A5
PEAF, IRPEFF,
7L£75)’) 7’?_ 40)@

(4) OOk

D & 17

B R L
2) bt Js M

FLE v MBI HRBR THEMITRD b o7z Y,
3) 2R HLJEM:

WA (B coli, S. typhimurium) (230 HRER CERFIEIIZRD S pdoiz 2,

5) MAENE

VTR, Ty MIBT IR THAFMIERD bhiznoTo Y,

_30_

B O&E Uiz, 1,250 K1Y 2, 500mg/kg/ H
DIFETRE & Ik

|2 10, 20mg/kg/H % 6 A HHIFE A& L L7273,

JAEM R O (7> b) &%
g, WD, 4
WA ARSI T 5 & B2 51 5 BEPT R L CMEGFIAERIZRE D bh



X. EHMERICET A5 HE

X. EEMEBERICEYT SHEE

1. H 6 X »
B AT AR SR
) B EMEOLF AL ERTS
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